Introduction
The purine analogs azathioprine (AZA) and 6-mercaptopurine 
are the most common drugs used to maintain clinical remission in Crohn's disease (CD) and ulcerative colitis (UC) (1-3). These drugs are also important as steroid-sparing agents in steroid-dependent and in chronic active inflammatory bowel diseases (IBD). However, there remain concerns regarding drug-induced toxicity, such as bone marrow suppression, hepatotoxicity, pancreatitis, fever, rash and gastrointestinal intolerance (4).
AZA and 6-MP are metabolized to 6-thiouric acids (6-TUAs ) , , and 6-thioguanine nucleotide (5, 6) . 6-TUA is an inactive metabolite, and 6-MMP is associated with hepatotoxicity but therapeutically inactive (7) . The cytotoxic and immunosuppressive properties of AZA/6-MP are mediated by 6-TGNs, which are incorporated into the DNA, thus leading to DNA breakage and the inhibition of immune cell proliferation (5 
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of AZA-induced leukopenia. 
Patients and Methods

Results
Of the 41 healthy volunteers and 70 IBD patients analyzed, only one healthy volunteer showed a heterozygous mutation of TPMT*1/*3C (Fig. 1) T a b l e 1 . B a s e l i n e Cl i n i c a l Ch a r a c t e r i s t i c s 0.9% (1/111) 
Discussion
Myelosuppression with AZA/6-MP treatment has been attributed to low TPMT activity. TPMT activity is reported to depend on the genetic polymorphism of high-versus lowmetabolizing alleles (5, 6) (13) . In this study, we found TPMT*3C mutation in 0.9% of the Japanese population, and this is similar to the observations by Kubota et al (11, 14) . On the other hand, we observed myelosuppression in 7 IBD patients with a wild TPMT genotype. This is supported by previous reports demonstrating that in IBD patients, bone-marrow suppression is not solely dependent on TPMT activity, but is also associated with other factors (15, 16 
